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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
eamed patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )□ Responsive to communication(s) filed on . 

2a )□ This action is FINAL. 2b)|3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Clalm(s) 1 and 2 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) \Z\ Claim(s) is/are allowed. 

6) KI Claim(s) 1 and 2 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) ^ The specification is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held In abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) 0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) S Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)^ All b)n Some * c)^ None of: 

1 Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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1 ) ^ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/IVIail Date. 

3) ^ Information Disclosure Statement(s) (PTO/SB/08) 5) □ Notice of Informal Patent Application 

Paper No(s)/Mail Date 7/25/06 . 6) □ Other: . 
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DETAILED ACTION 



Claims 1 and 2 are pending and under examination. 



Priority 

Receipt is acl<nowledged of papers submitted under 35 U.S.C. 1 19(a)-(d), wliicli 
papers liave been placed of record in the file. 



Information Disclosure Statement 



References CA, CB and CC are in the Chinese language and only the titles are 
in English. The references have not been considered by the Examiner based only on an 
English language title and a line has been drawn through the references. 



Specification 

Applicant is reminded of the proper language and format for an abstract of the 
disclosure. 

The abstract should be In narrative form and generally limited to a single 
paragraph on a separate sheet within the range of 50 to 150 words. It Is Important that 
the abstract not exceed 150 words In length since the space provided for the abstract 
on the computer tape used by the printer is limited. The form and legal phraseology 
often used in patent claims, such as "means" and "said," should be avoided . The 
abstract should describe the disclosure sufficiently to assist readers in deciding whether 
there Is a need for consulting the full patent text for details. 

The language should be clear and concise and should not repeat information 
given in the title. It should avoid using phrases which can be implied, such as, "The 
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disclosure concerns," "The disclosure defined by this invention," "The disclosure 
describes," etc. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1 and 2 are rejected under 35 U.S.C. 112, second paragraph, as being 

indefinite for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. Claim 1 recites: 1 part artemisinin to 5 parts 

piperaquine to 0-0.05 parts primaquine with the optimum ratio being 1 :5:0.04. A broad 

range or limitation together with a narrow range or limitation that falls within the broad 

range or limitation (in the same claim) is considered indefinite, since the resulting claim 

does not clearly set forth the metes and bounds of the patent protection desired. See 

MPEP § 2173.05(c). Note the explanation given by the Board of Patent Appeals and 

Interferences in Ex parte Wu, 10 USPQ2d 2031, 2033 (Bd. Pat. App. & Inter. 1989), as 

to where broad language is followed by "such as" and then narrow language. The 

Board stated that this can render a claim indefinite by raising a question or doubt as to 

whether the feature introduced by such language is (a) merely exemplary of the 

remainder of the claim, and therefore not required, or (b) a required feature of the 

claims. Note also, for example, the decisions of Ex parte Steigewald, 131 USPQ 74 

(Bd. App. 1961); Ex parte Hall, 83 USPQ 38 (Bd. App. 1948); and Ex parte Hasche, 86 

USPQ 481 (Bd. App. 1949). In the present instance, claim 1 recites the broad recitation 

1 part artemisinin to 5 parts piperaquine to 0-0.05 parts primaquine, and the claim also 
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recites the optimum ratio being 1 :5:0.04 which is the narrower statement of the 
range/limitation. Claim 2 is rejected as being indefinite because it is dependent on an 
indefinite base claim. The claims will be examined as they read on the broader 
limitation. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of this 
title, if the differences between the subject matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1 and 2 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

Giao et al. (Poster Abstract International Symposium on Malaria Control in the Mekong 

Region Dec 10-13, 2002) in view of Abstract of EP0290959 and White (Phil Trans R 

Soc Lond B 1999, 354, 739-749) and Lai et al. (US 2004/0058981 ) and Klayman 

(Science 1985, 228(4703), 1049-1055). 



Application/Control Number: 10/587,277 
Art Unit: 1616 



Page 5 



Applicant claims a combination comprising artemisinin, piperaquine and primaquine. 



Giao et al. teach the combination of dihdyroartemisinin, piperaquine, 
trimethoprim and primaquine (Abstract). 

Abstract of EP0290959 teaches combinations of artemisinin, dihydroartemisinin 
or other artemisinin derivatives with one or more of the antimalarials including 
primaquine (Abstract). 

White teaches the use of combinations of antimalarials to overcome parasite 
resistance and to always use a combination with artemisinin or one of its derivatives 
(Abstract and page 746, (n)-(p)). White teaches the concept of triple combinations of 
antimalarials and that artemisinin and its derivatives have been combined with other 
antimalarials and have accelerated recoveries, increased cure rates, reduced 




Artemisinin 



Determination of the scope and content of the prior art 



(IVIPEP2141.01) 
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transmissibility and appear to have delayed the development of further resistance and 
reduced incidence of disease (page 746, (n)). 

Lai et al. teach the equivalence of dihydroartemisinin and artemisinin (claim 1, 
2, 4). Lai et al. teach powders and tablets (claim 9) as well as suppositories ([0037]), 
suspensions ([0035]), syrups and granules ([0032]) that can be formulated. 

Klayman teaches that artemisinin has been known in traditional Chinese 
medicine as a treatment for fever and malaria for many centuries (Abstract). Klayman 
teaches that dihydroartemisinin is more potent than artemisinin (Derivatives of QHS, 
left column, page 1053). 

Ascertainment of the difference between the prior art and the claims 
(IVIPEP2141.02) 

1 . The difference between the instant application and Giao et al. is that Giao et 
al. do not expressly teach the artemisinin and the other components in the instantly 
claimed ratio of components. This deficiency in Giao et al. is cured by the teachings of 
Abstract of EP0290959, Lai et al., Klayman and White. 

2. 1 . The difference between the instant application and Giao et al. is that Giao et 
al. do not expressly teach the composition in various formulations for pediatric use. This 
deficiency in Giao et al. is cured by the teachings of Lai et al. 



Finding of prima facie obviousness 
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Rational and Motivation (MPEP 2142-2143) 

1 . It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to use artemisinin, as suggested by Lai et al. and White, in 
the composition of Gaio et al. and produce the instant invention. 

One of ordinary skill in the art would have been motivated to do this because 
White says to always use artemisinin in combinations and Lai et al. establish that 
artemisinin and dihydroartemisinin are functional equivalents. However, from the 
teachings of Klayman, it is known that dihydroartemisinin is more potent than 
artemisinin and therefore an adjustment of the amount of ingredients would be required 
to maintain the same efficacy. This is then simply a matter of routine optimization to 
arrive at the instantly claimed 1 part artemisinin to 5 parts piperaquine to 0-0.05 parts 
primaquine. The amount of a specific ingredient in a composition is clearly a result 
effective parameter that a person of ordinary skill in the art would routinely optimize. 
Optimization of parameters is a routine practice that would be obvious for a person of 
ordinary skill in the art to employ. It would have been customary for an artisan of 
ordinary skill to determine the optimal amount of each ingredient needed to achieve the 
desired results. Thus, absent some demonstration of unexpected results from the 
claimed parameters, the optimization of ingredient amounts would have been obvious at 
the time of applicant's invention. 

2. It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was make different formulations for pediatric use, as suggested by Lai 
et al., in the composition of Gaio et al. and produce the instant invention. 
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One of ordinary sl<ill in the art would have been motivated to do this because Lai 
et al. establish the types of formulations one of ordinary skill in the art can formulate 
artemisinin. Pediatric use is intrinsic to the composition. Regarding the formulation of 
primaquine into a separate tablet and taken with a mixed tablet of artemisinin and 
piperaquine, it is the Examiner's position that formulation of the actives into one or more 
tablets is merely a design choice by one of ordinary skill in the art in the absence of 
evidence to the contrary. 

In light of the forgoing discussion, the Examiner concludes that the subject matter 
defined by the instant claims would have been obvious within the meaning of 35 USC 
103(a). 

From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole was prima facie obvious to one of 
ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ernst V. Arnold whose telephone number is 571-272- 
8509. The examiner can normally be reached on M-F (6:15 am-3:45 pm). 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann Richter can be reached on 571-272-0646. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



/Ernst V Arnold/ 
Examiner, Art Unit 1616 



